WO 94/09820 



PCT/US93/10624 



1/48 •/0f»k 



FIGURE 1 



MK 

200KD 
1 00.5KD 
72KD 

43KD 
28.5KD 



1 - anti- EQFr PoAB RK-2 

2 - Cyt-356 MoAB/RAM 

3 - RAM 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/10624 




FIGURE 2C FIGURE 2D 




• 



SUBSTITUTE SHEET (RULE 26) 

• 



WO 94/09820 PCT/US93/ 10624 

»- 466381 

3/48 



FIGURE 3A FIGURE 3B 




FIGURE 3C FIGURE 3D 




SUBSTITUTE SHEET (RULE 26) 




WO 94/09820 PCT/US93/ 1 0624 



M/4G6381 

4/48 
FIGURE 4 



72;0 ■'. 

43.0 '■ m ^^.z:y- 

28.5 :mm^-^^ :: [ 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 




PCT/US93/10624 



» 468381 

5/48 
FIGURE 5 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/10624 



6/48 



FIGURE 6A FIGURE 6B 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 




PCT/US93/10624 



7/48 



FIGURE 7 



6.1KB 



0.5KB 



466381 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 FCT/US93/ 10624 



8/48 



ft/466381 



FIGURE 8 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 PCT/US93/ 1 0624 



tt/466381 

9/48 
FIGURE 9 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 




PCI7US93/10624 



ft/46638] 

10/48 
FIGURE 10 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/10624 



11/48 
FIGURE 11 



12 3 



9.5 

7.5_ 

4.4 

2.4 _ 
1.4 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 




PCT/US93/I0624 



12/48 



P8/466381 



FIGURE 12A FIGURE 12B 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/10624 



13/48 
FIGURE 13 



« 466381 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/ 1 0624 



i 



LU 



o 
o 
c 

.& 

O 0) 

in to 

0) 

• •• 4J 

as to a) 

H *H r— I 

o a 

H W B 
HO) 

§ •§ 
co*h a) 

S3 W J3 
0) 

U <H 

c o 

& 0) 



o 
o 



c 
o 



a) .n 



<D 

c 
o 



3 CO 
C C «H 
O (0 
•H >i 
0) I0H 
C 4-> rtJ 

o o c 

Q H < 



14/48 



<*><*»<*><*> 
rvj iH 

• • • • 

in th o co 

n Tf H rl 

A A A A 
II II II II 

C\ VO «H 



< < < < 

■55 35 55 55 

u u u u 

in co o o 
r» co 
i I 



II II it n 

uuuu 
a o a o 



c c c c 
o o o o 

•H .H .H >H 
4J 4J 4-> 4J 

<d to to to 

g g g 

o o o o 

<M <M <W <H 

c c c c 
o o o o 

u o o u 



S H U 



« TJ C rH 

U C ^ -H 

•H Q) 3 O 

HiJ Eh U 
0) X 
S U 

c c c c 



CO 

O II 



o 
u 

c 
o 



II 
II 
II 
II 
II 
II 
II 

4J || 

to II 

B ■ 

o 

c 
o 

U II 

II 



4J 



c 
o 

(0 II 

II 

0) II 

U II 

C II 

Q> II 

a ii 

er ii 

a) ii 

CO II 



a) 
u 
«c 

c 
o 

•H 

4-> 
(0 

e 

o 

c 
o 
o 

c 

> 

•H 

ia 
c 



m 

0) 
3 

*o 

•H 

0) 
0) 
14 

0) 

i-l 
o 
e 

*4 
o 

in 
o 

U 
4-> 
CD 
U 
4-> 
CO 

0) 

> • 

•H T3 
4J 0) 

3 C 
O *H 
CO «H 
CO Vl 
C 0) 

o > 
U o 



IH 


IS 


IS 


IH 


IS 


IS 


IH 


IS 


IS 


IH 


IS 


IS 


IU 


IS 


IU 


IH 


IS 


IU 


IU 


IS 


IU 


IU 


IS 


IU 


IU 


IS 


IU 


IU 


IS 


u 


IU 


IS 


u 


E-« 




u 


E-« 


IU 


u 


U 


IU 


IH 


U 


IU 


Eh 


U 


IU 


U 


IS 


IU 


U 


IS 


IU 


u 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IS 


IU 


IS 


1 - 

IS 


IU 


IS 


IS 


IU 


IS 


IS 


IU 


IS 


IS 


IU 


IS 


IS 


IU 


IS 




iH 

r> 


rH 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/10624 

R/466381 



15/48 







Eh 


IS 


IH 


H 


IH 


lu 


IU 


IGe3 

1 9+4 






1 tx3 

1 9*4 




IH 


Eh 


IH 


IU 


H 


IH 


IH 


IU 


IU 




lu 

1 9*4 


lu 

1 9*4 




IH 


O 


IU 


IU 


Eh 


IH 


IH 


lu 


lu 


rj 


IU 
1 9*4 


lu 

1 9*4 




IH 


U 


IU 


IU 


IH 


IU 


IH 


lu 


lu 


rj 

^m* 


lu 

1 9*4 


lu 

1 9*4 




IH 


O 


IU 


IU- 


IH 


IH 


IH 


IU 


IU 

1 9+4 




lu 

1 9*4 


lu 

1 9*4 




IH 


O 


IU 


IU 


IU 


O 


IH 


lu 


lu 




lu 

1 9*4 


lu 

1 9*4 




IS 


Eh 


IU 


IU 


IU 


Eh 


IH 


lu 


IU 

I 9+4 


t» 


lu 

1 9*4 


IK 




IX 


Eh 


IU 


IU 


IH 


Eh 


IH 


IU 


lu 

1 9*4 


M 
l»M 




1 9y+ 




IS 


IH 


IU 


IU 


Eh 


Eh 


IH 


lu 


IU 

1 9+4 


U 


r j 


IS 




IS 


IH 


IU 


IH 


Eh 


IH 


IH 




lu 

1 9*4 


M 
►*4 




Is 
IS 




IS 


IH 


o 


IH 


IH 


IH 




u 


rj 


M 
HM 


r \ 


Is 




IS 


IH 


o 


IH 


IH 


IH 




Ph 


rj 


Cmd 




IS 




IS 


IH 


o 


Eh 


IU 


lu 


IU 




rj 


w 




IS 


CM 

1 


IS 


S 


Eh 


Eh 


IU 


IU 


IU 

1 9*m 


U 


rj 


r i 

w 




IS 


UJ 

IXm 


IS 


o 


o 


Eh 


IH 


IU 


IU 

1 9*m 




M 
9*4 


rj 


r m 


IS 

IS 


O 


o 




IS 


IH 


IU 


IU 


rj 


M 
9*4 


1 •** 


r i 
w 


IS 

IS 


m mm 


O 


Eh 


U 


IS 


IH 


lu 


lu 


rj 

^mW 


u 


|M 


r i 
w 


IS 

IS 


n 


Eh 


O 


Eh 


IS 


IH 


lu 


IU 




IS 


lu 

1 9+4 


1 *+* 


Is 

IK 




Eh 


IH 


IH 


IS 


IS 


o 


lu 




IS 


IU 


IS 
1 9+m 


r * 
w 




H 


IH 


IH 


IS 


IS 


Eh 


IU 






lu 


IS 
1 •** 


r \ 

w 




H 


IH 


IU 


IS 


IS 


Eh 


s 




IS 


IU 


IS 

1 9*m 


r \ I 

w 1 


- 


H 


IH 


IU 


IS 


IS 


o 


s 




IS 

1 9*m 


IU 

1 9+4 


IS 

1 9*4 


r \ 
w 




U 


IU 


IU 


IS 


IS 


u 


IU 


u 


IS 

1 9+4 


IU 


U 
9*4 


IS 
IK 




S 


IH 


IU 


IS 


IS 


U 


IH 


IS 


o 


IU 

1 9+4 


U 
9*4 


IS 
IK 




H 


IH 


IU 


IS 


IS 


Eh 


IU 


IS 


u 


IU 


u 


IS 




IS 


IH 


IU 


IS 


IS 


Eh 


IU 


IS 


u 


IU 


u 


IS 




IS 


U 


IU 


IS 


o 


Eh 


IU 


IS 


IU 


IU 


X 


IS 




IS 


O 


IU 


IS 


u 


Eh 


o 


IS 


IU 


IU 


s 


IS 1 




IS 


Eh 


IU 


IS 


Eh 


U 


o . 


IS 


IU 


IU 


s 


IS 1 




IS 


Eh 


Eh 


IS 


Eh 


U 


o 


IS 


IU 


IU 


u 


IS 1 




iH 

en 


rH 
(N 
tH 


iH 

in 


rH 
CO 
rH 


tH ■ 

fH 

CN 


•H 

CN 


fH 

r» 


fH 

o 


tH 
CO 

m 


fH 

en 


tH 

cn 


«H 

OJ 



SUBSTITUTE SHEET (MLB 26) 



WO 94/09820 



PCT/US93/10624 

M/466381 



CO 



III 
EE 
ID 
O 











16/48 












IH 


Eh 


IX 


IX 


IU 


IH 


IU 


u 


IX 


X 


IH 


u 


IX 


IX 


IU 


IU 


IU 


u 


IX 


X 


IU 


u 


IX 


IX 


IU 


IU 


IU 


IX 


IX 


X 


IH 


Ei 


IX 


Eh 


IU 


u 


IU 


IX 


IX 


x 


IU 


Eh 


IX 


IU 


IU 


u 


IU 


IX 


IX 


X 


Eh 


U 


IX 


IU 


IU 


Eh 


IU 


IX 


IX 


X 


IU 


U 


IX 


IU 


IU 


Eh 


IU 


IX 


IX 


X 


IU 


U 


IX 


IU 


IX 


Eh 


Eh 


IX 


IX 


u 


IU 


U 


IX 


IU 


IX 


IX 


U 


IX 


IX 


H 


IU 


U 


IX 


IU 


IX 


IX 


U 


IX 


IX 


H 


IU 


U 


IX 


IX 


IX 


IX 


U 


IX 


IX 


H 




Eh 


IX 


IX 


IX 


IX 


Eh 


u 


IX 


H 


Eh 


IX 


IX 


IX 


u 


IX 


Eh 


H 


IX 


W 




IX 


IX 


IX 


u 


IX 


U 


Eh 


IU 


H 


IX 


IX 


IH 


IX 


X 


IX 


H 


IU 


IU 


H 


IX 


IX 


IH 


IU 


IH 


IX 


IX 


IU 


IU 


H 


IX 


IX 


IH 


IH 


IH 


IX 


IX 


IU 


IU 


U 


IX 


U 


IH 


IH 


IU 


IX 


IX 


IU 


IU 


U 


IX 


U 


IH 


IH 


IU 


IX 


IX 


IU 


IU 


H 


IX 


U 


IU 


IU 


IU 


IX 


IX 


IU 


IU 


H 


IX 


IU 


IU 


IH 


IX 


IX 


IX 


EH 


IH 




IX 


IU 


IU 


IU 


IX 


IX 


ix 


U 


IX 




IX 


IU 


U 


IU 


IX 


IX 


IX 


U 


IX 


U 


IX 


IU 


IEh 


IU 


IX 


IX 


IX 


U 


IX 


H 


IX 


IU 




X 


IX 


IX 


IX 


U 


IX 


U 


IX 


IU 


IEh 


u 


IX 


IX 


IX 


Eh 


IX 




IX 


IU 


IEh 


IX 


IX 


IX 


IX 


IW 


IX 


u 


u 


IU 


IEh 


IX 


IX 


IX 


IU 


IH 


IS 


w 




IH 


W 


IX 


IX 


IS 


IH 


IH 


IS 


H 


IX 


IU 


Eh 


IX 


IX 


IX 


IH 


IH 


u 


in 


00 


«H 


in 


r* 
in 


o 


r» 
to 


vo 
vo 


0> 





SUBSTITUTE SHEET (RULE 26) 

v 



WO 94/09820 PCI7US93/ 10624 



17/48 



08/466381 



i * 



UJ 

o 



4J 
3 

a 

9 
O 



<0 

u 

•H 

a 

(0 
Li 



E 
0) 
CO 



c 
o 

•H 
4-> 
(TJ 
-P 
C 
0) 

w 

U 

a 
a> 



to 
o 

•H 

a 

(0 

i 

-H 

6 
0) 
CO 



c e 
o o 

•H -H 
■P 4J 
(0 (0 

SE 

o o 

c c 
o o 

o o 

•o 

C -H 
0) O 
4J O 
X 

w 



X A 

c c 
o o 

4J 4J 
<0 (0 

eg 

o o 

<M «M 

c c 
o o 

u o 



(0 c 
0) 

s 



o 

ID 



© 



o 

<N 



< 

Q 
H 
H 



A A 

* * 

* * 

X X 
X X. 
X X 
X X 
X X 
X X 



A A 
A A 



X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 



© 
o 



o 
01 



-3: 

a 

CO 

a 

M 

a 



a 

55 

s 

Eh 
O 



© 
oo 



o 



o 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 PCT/US93/ 1 0624 

08/466381 

18/48 



in 



w 

DC 

o 

u. 



I 
I 

* 

X 

I 

X 
X 
X 
X 
X 
X 
X 
X 
X 
« 

* 
* 

I 
I 
I 
I 

A 
A 
I 
I 
I 

X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 

X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 



« 

X 

I 

X 
X 
X 
X 
X 
X 
X 
X 
X 
* 

* 

I 
I 
I 
I 

A 
A 

I 
I 
I 

X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 



© 
to 



o 



-o 
cu 

CU 

cu 
cu 
u 
fa 

•J 
CO 
E-i 
■2 

fa 

M 

w 

2 

s 



CO 
M 
X 

z 
cu 



o 



> 

CO 

a 
•J 

fa 
w 



A A 

A A 

« * 

A A 

A A 



X X 

-It * 

* * 

A A 



o 
o 

CN 



« * 

A A 

A A 

A A 



X X 

X X 

X X 

X X 

X X 

X X 



X 
X 
X 
« 
* 

A 
A 

I 



X 
X 
X 

* 
* 

A 
A 

I 



o 
01 



CO 



s 
a 

•a 



S 3 



fa 
fa 
Q 
H 



O 
CO 



-a 



© 



o 

VO 



Q 
O 
W 

s 

o 

2 

CO 

fa 
< 

CO 

fa 

•cu 
cu 
> 

a 

CO 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 




19/48 



LU 
CC 

(5 
u. 



I 
I 

A 
A 
A 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
I 
I 
I 
I 

I 
I 

I 
I 
I 

•* 
* 

A 

* 

*- 
I 

A 



I 
I 

A 
A 
A 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 



A 

I 

A 



© 
in 

CM 



o 

CM 



o 
ro 

CM 



o 
cm 

CM 



•J 



Q4 

>* 

CO 

> 

a* 
< 

>* 
O 

2 

•Q 
CO 

3 

M 
> 

s 

< 



-5 



© 

CM 



A A 



o» 
< 



u 

•OS 



M 

>■ 



A 
I 

A 
A 
A 
A 



A 

* 

I 

A 
A 
A 
A 



A A 



A A 
A A 



XX 
X X 
X X 
X X 
X X 
X X 
X X 
X X 
* « 

A A 
A A 



o 
o 
co 



o 

CTi 
CM 



■X 



M 

CO 

■a* 

% 

< 



o 

CO 
CM 



-g 



O 
CM 



< 
H 



X 

u 

s 

o 

C5 



© 
vo 

CM 



C3 

o; 
a 
> 



i 
i 
i 
i 
i 
i 
i 
i 
i 
i 

* 
* 
i 
i 
i 
i 
i 
i 
i 
i 

X X 
X X 



I 
I 
I 
I 

* 

« 

I 
I 
I 
I 
I 

« 

A 
A 
A 



« 

A 
A 
A 



A A 




PCT/US93/ 10624 



M/466381 



o 


— 2 


* 


* 


o 


— « 


ID 




* 


* 


o 


> 


co 


CO 




* 


^* 


M 




X 


« 






u 




M 


1 


1 








1 


1 










1 


1 










X X 




i 




5 


X X 










X X 






o 


— a 


X X 


o 


CO 






X X 


cr* 


o» 


CO 


CO 


X X 


CO 






fa 


« 


* 




a 




55 


1 


1 




M 








* 




o 




Eh 


1 


1 










1 


1 










1 


1 










1 


1 






O — o 


1 


1 


o CO 


co 




1 


1 


00 


a 


co 




1 


1 


CO 


a 




X 


1 


1 








Ou 


t 


1 




o 






1 


1 










1 


1 










1 


1 




M 




CO 


1 


1 




> 




u 


A 


A 




X 


o — cz 


1 


1 


o — a 


CM 




A 


A 




Q 


CO 


CO 


A 


A 


CO 






CO 


1 


1 




W 




Q 


A 


A 




> 




CU 




* 




< 






« 


« 








< 


* 


* 






CO 


* 


* 




a 




o 


A 


A 






O C3 


A 


A 


O — u 


iH 


s 


A 


A 


vo 


M 


CO 




1 


1 


CO 






S3 


X X 










X 


X 




X 






X 


X 




M 






X 


X 




OS 






X X 








< 


X X 




> 






X 


X 







SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 PCT/US93/ 1 0624 



20/48 



M/466381 



X X 

I I 

I I 

I I 

I I 

X X 

X X 

X X 

* * 

* * 
A A 



lU 

cc 



* 
« 

A 
A 
I 
I 
I 
I 

A 
* * 



« 

A 
A 
I 
I 
I 
I 

A 



O M 

.8 

W 

Sf 

♦J 

O (H 

•<T CO 
««* 25 

w 

W 
Eh 
CO 

o — o 

fa 

w 
w 

,a 

O CO 

^ fa 

•J 

I 
fa 



o 
u 

a 

eh 
fa 

CO 



© 
o 
in 



X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 

* * 

* « 

X X 
X X 
X X 
X X 
X X 
X X 
X X 
X X 
« «. 



A A 

« « 

* * 
« * 

A A 
A A 
A A 

* * 

X X 
X X 
X X 



© 



© 

00 



© 



© 
vo 



© — a* 


1 1 


© — 


ID >4 


1 1 


o 


in o 


* * 


VO 


CO 


A A 


fa 


A A 






A A 

A A 




z 


A A 

A A 






A A 

A A 




W 


1 1 






A A 
A A 




© z 


A A 

A A 


© — 








in E-i 


i i 


in 


RARY 


A A 

A A 
1 1 
1 I 




o 


1 1 




CO 






O-S 


« * 






* * 


© — 




A A 


00 


in 3 


X X 


m 




X X 




o» 


X X 




fa 


X X 




fa 


X X 




> 


1 1 




w 


1 1 




fa 


1 1 




© — a 


* * 


© — 


™ z 


« * 




m id 


* * 


in 


CO 


« * 





© 
in 



CO 
M 

a 

-fa 

s 

CO 

fa 
u 
fa 

CO 
fa 
CO 



A A 



© 
vo 
in 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 V ^ PCT/US93/ 10624 

21/48 



oo 



LLI 
g 

fa 



X 
Q 
05 

u 
o 

■J 



X X 

X X 

X X 

A A 



© 
IT) 
VO 



rn 

WW 


X X 














U 


X X 




• | 


rn 

w 


| J 
J ! 
J J 




J J 


a 




< 






X X 


5 


1 1 




X X 


s 


X X 


ix 


X X 


us 


X X 


fa 


X X 


£ 


X X 




X X 


a 


X X 


x 


X X 


fa 


X X 




X X 




X X 




X X 


3 


X X 


U 


X X 


X 


X X 


H 


X X 


U 


X X 


X 




> 




CO 




s 




X . 




•J 





© 

VO 



O 

vo 



o 

CN 
VO 



o 

rH 
VO 



•J 
CC 

u 

CO 
fa 

CO 

< 

w 

•Eh 
fa 



% 

CO 
fa 

CO 
■Q 
fa 
CO 
> 
CO 

X 

s 

as 

■s 



s 

CO 
M 
CO 
X 
M 

< 
X 

9 



X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 



© 
o 



X X 

X X 

X X 

X X 

X X 

* * 

X X 



X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 



o 



o 

00 
VO 



X 
CO 
CO 

fa 
< 

X 



X 

fa 

05 

a 
a. 
a 

•s 

fa 
a 



o 

VO 



o 

VO 
VO 



CO 

a 
fa 

Q 

ex 



A A 
A A 



o 
in 



A 

* 

A 
A 

I 

I 

X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 



A 

* 

A 
A 

I 

I 

X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 
X 



* * 

A A 

A A 

A A 

X X 

X X 



o 



o 



© 



© 



> 
w 
o 

ss 

CO 

fa 

-Q 

CO 
H 
M 

o 
fa 
•J 

-g 

X 
M 

fa 
fa 

CO 

w 

C3 

< 



X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X x 

x x 



X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

« « 

* * 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 

X X 



A A 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/10624 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/10624 



ID 

if) 

UJ 
DC 

(3 







<* 






w * 








s: 




2 « 




M « 








s: 




w « 




H * 




u * 




o * 




* 


* 






M * 


<* 


2 « 




W * 




o * 


















* 


* 


<* 






o * 




* 


* 


85 « 




O * 




M •» 


* 






ts: 


41 


M « 




Q * 




b) * 




OS * 




Oi * 




* 




« * 



23/48 



1 1 




V 1 




CO 1 




U 1 


<P 


• O 1 


U 


to xi - 1 


to 


TJ -P 1 




• *H 3 1 


>* 


CO O <0 1 


4J 


TJ « 1 


•H 


O CD 1 


u 


O O JB 1 


•H 


S C *J 1 


iH 




1 *H 


tj a s 


1 J2 


C * XI 1 


i a 


* 1 


1 o 


to "O 1 


1 u 


a cd 






I >t 


one 


1 £ 


X *H CD 





OP O 

4J C © 
(0 O M 

x: ^ 

•P CD 

a s 

O 10 
U > 

•o IT 
a) a 
to tr-c 

3 C 4-> 

^ to 

O fl-H 

XZ M 

4J CD CO 

0) >-H 

E « jC 

CD cd 



3 3 >* 

•H «-4 fH 

I I I 
10 C 3 
•H 10 »H 

-c < o 
I I I 
co >* a 

>»^H CO 

J o < 
I I I 
s a o 

I 

U 
9 
CO 
I 

CO 

5 



I 

3 



I I 
a c 

< < 



CO 

c 

o 
a 

4J 
CO 
9 
XZ 



CP 

v 
u 

4J 



CO f* 

v n cd 



o o o 

*> <P 4J 

v n cd 



o o o 
u u u 

bu b* b* 



n t*» in 
to in in 



IRK 

SSS 



h N n 



O JJ 



O C 

«— 1 ft 

o 

c a 

co u 

5 jq 
u 

C T3 
-H C 
O A3 

a 

•a 

4J c 
CO o 
cv u 

XI CO 

ty to 



b* www 





















4J • 0) 




Q* C 




>i 3 O 




I O *H 




C U 4J 




O 171) 








* o *o 








ecu 






• 




>1 


V H 4* 




i 1 V % 
O iJ U 


•tH 


N C U 


u 


d 10 M 




t - 
M 




a m 

«-H C O 




r\ r \ 

<W t» W 


x: 


u o c 


a 




o 


c ^ 


u 


O <w 


•o 


o «J o 


>i 




XL 


«m 0 *e 




O 4J n 


9 


n 




a-o 


to 


3 CD <M 




O C O 


9 


U CT 




CT>-H C 




10 o 




10 W -H 




(0 4-> 




C ^ 


O 


O CO o 


«-l 


cd a 




» CO o 


to 




•o 


to o a 


c 


x: 


10 




4J 


J= 


CO 


CD CD 




4J > 




O <M <0 


5 


2 O 5> 



SUBST/TUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/ 10624 



4J H H VO 
QtCi rH VO 

O n n n 



h o ^ in 

4-» <N VO ^ 



c 

•H 



*7 C < 



(3 



to c* 

^ £ 
0) S*S H S 

J2 as < D 



o 



o 



24/48 



o 
o 



< 
Ei 

O 

< 

o 
o 
< 

rH O 

o 
EH 
o 
o o 

vo U 
o < 



o 

rH 



o 
m 
o 



J-l 


rH O 




o 


< 










a 


a 




a) 






u 


u 




0) 








O Eh 






m o 




c 


o u 




•H 






u 


H S 




u 






0) 






<m a 








O 










(0 u 


O < 




U Q) 






•P > 


o < 




o 


rH H 




u 


O 




O 4J 


CJ 




<M C 


AT 






Eh 







o «< 




r> < 


c 


O O 


01 «H 


rH O 




Eh 




O 


rH +1 


o 


AS «H 


u 




< 


• C 






O O 




CN Eh 


tH 


O O 


PES <*> 


rH Eh 


fit] o\ 


c 


En • 


0) 


Eh rH 




in 


10 


X 


S 


O 





Eh 
Eh 
O 

< 

o 
o 
u 
o 
< 
o 
<c 

Eh 
Eh 
U 

o 
o 
< 

< 
o 

Eh O 

a cm 

as 

Eh 
Eh 
O 
O 

< o 

O rH 

O O 

O rH 
O 

U 
< 

o 
<3 
o 

Eh 
Eh 

g 

O 
Eh 

Eh 
O 

< 

Eh 
H 

fan 

g 



o 
o 
o 



o 

ON 



o 

CM 



Eh 
< 
Eh 

o 

5 

o u 

n L) 

rH H 
rH Eh 
U 
Eh 
O 

Eh 
Eh 

U 
rH O 
O 

< 
o 

O Eh 

Eh 
C3 
U 

s 

Eh 
Eh 
O 

3 

Eh 



O 

o 



Eh 
•• < 

O 
< 

u 
u 

.. o 

.. a 

< 

•• Eh 
< 

■s 

Eh 
.. u 

Eh 

..5 

Eh 
Eh 

< 
U 

u 
•• < 

o 
o 

•• Eh 
Eh 
Eh 

•• {J 

I 
I 
I 

•• < 

O 
O 

< 

u 
u 



o 
o 



o 
o 



o 

00 

o 



o 
o 




to/466381 



u 




< 


O 


Eh 






VO 


O 




< 


tH 








rH 










Eh 




Eh 




O O 








a» u 


• • 






rH u 


• • 


u 




rH E-. 


» • 


Eh 






• • 


< 


O 



in 



rH O 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



25/48 



PCI7US93/10624 



"9/466381 



CM 
i 

(O 



UJ 

2 

u. 



CM 



CM 



CM 



cj 



CM 



co 



o 
o 
co 



CJ 

3 

cj 
Eh 
< 
< 
u 
u 
< 
Eh 
cj 
Eh 
o 
< 

cj 

Eh 
< 

cj 
< 
cj 
cj 

Eh 

< 

CJ 

5 

CJ 
Eh 
CJ 



o 

CM 



% in 

CJ CM 

cj 

Eh 
< 
CJ 
< 
Eh 

CJ O 



o 



Eh 

CJ 

Eh 
< 
Eh 
< 
CJ 
< 



co CJ 
< 

cj 
< 
cj 
cj 



3 



b 

Eh 
< 
Eh 
CJ 
CJ 

cj 

Eh 

< 
cj 

Eh 

cj 



o 

CM 

co 



o 
co 



O CJ 

vo CJ 

ro Eh 

rH CJ 

cj 
< 

CJ 
CJ 
O < 
in CJ 
en < 

Eh 
CJ 
Eh 
CJ 
< 
Eh 
CJ 
Cj 

g 

< 

cj 

E-» 
CJ 
Eh 

5 

CJ 
< 
Eh 
Eh 
Eh 

3 

CJ 

CJ 
C 

w 

E 



::3 



32 



CJ 
Eh 
Eh 
Eh 
< 
CJ 
CJ 
CJ 
< 
CJ 

o 

Eh 
< 
Eh 
CJ 
CJ 
Eh 
CJ 
CJ 

o 

Eh 
Eh 
CJ 
Eh 

g 



O 
O 
co 



o 

ON 
CM 



O 
CO 
CO 



o 

CM 
CO 



O 
00 
CJ CM 
EH rH 

CJ 
•• Eh 
Eh 
•• < 

CJ 

•• 5 o 

cj r- 

CJ CM 
•• < *H 

CJ 

w 

Eh 
CJ 



o 

CO 



o 

CM 



© 

o 



o 



CJ 
CJ 

< 

CJ 
CJ 
H 
CJ 
< 
CJ 

< 

CJ 
E-i 

u 
cj 
o 
< 

CJ 
Eh 
Eh 
< 
Eh 
CJ 
CJ 
Eh 
CJ 
CJ 
Eh 
Eh 
Eh 
CJ 
Eh 
CJ 
CJ 
CJ 
Eh 
< 
CJ 
Eh 
CJ 
< 

cj 

CJ 
CJ 
CJ 
CJ 

< 
o 

Eh 



co CJ 

«H CJ 

< 

CJ 
CJ 
CJ 
Eh 
CJ 
Eh 
Eh 
< 
CJ 



o 

00 
CO 



.. CJ 

CJ 
CJ 
•• Eh 

u 
•• < 

u 

CJ 
CJ 
.. Eh 

.. CJ 

CJ 
< 

"3 

Eh 
CJ 
CJ 
CJ 
Eh 

•• CJ 
< 

.. CJ 
CJ 

< 

CJ 

o 

CJ 
CJ 
CJ 

•• CJ 
CJ 

•• Eh 
CJ 

.. CJ 
Eh 

•• CJ 
< 
CJ 

•• CJ 

< 

CJ 

•• < 

o 

CJ 
CJ 
CJ 

< 

CJ 
CJ 
Eh 
Eh 
< 
CJ 
Eh 
CJ 
Eh 



O 
CO 
CO 



O 
co 



O 
vo 
co 



o 
in 
co 



CO 



o 

CO 
CO 



C 

a) 

c> 

to 

£ 

a 



w 

El, 
Eh 

S 

CJ 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/ 10624 



CO 
CO 



UJ 

o 




o 



O 

Eh 
CJ 

< 

o 
I 
I 
I 

o 

Eh 
Eh 



O 
Eh 

< 

< 
CJ 

S 

cj 

Eh 
O 

§ 

Eh 

Eh 
O 
CJ 
CJ 
O 

Eh 
Eh 
CJ 




26/48 



/ 



46638X 



O 
ID 



CJ 
Eh 
Eh 
© O 

in u 
in Eh 
«H Eh 

cj 

Eh 
Eh 
CJ 
Eh 
CJ 
O 
Eh 
Eh 

a 

< 
cj 
in u 

ri S 

o 
CJ 
o 

Eh 
CJ 

o 

CJ 

Eh 
Eh 
Eh 
C3 

Eh 



O 
O 

O 

o 

Eh 



O 

o 



o 



o 



C> in 

Eh rH 
CJ 

< 

cj 
cj 
cj 
< 

Eh 
CJ 
< 

< 

< 
cj 
o 

Eh 



O 
CD 



O 

in 



in 



•• Eh 
.. CJ 
•• o 

•• CJ 
•• o 

Eh 
Eh 
X Eh 
O 

"8 

•• Eh 

"g 

CS 



o 



o 

VO 



o 
o 
in 



3 

Eh 
CJ 
O 
< 

c 

0) 

o> 

CO 

e 
a 



cj 
a 

< o 
C3 in 

CJ ««T 
CJ iH 

< 

w 
En 

Eh 
US 




SUBSTITUTE SHEET (RULE 26) 



27/48 




PCT/US93/ 10624 



O 
O U 
n U 

S3 

CD 
H 

O 
CD 

cd 

CD 

< 

CD 

O 
O 

o 

CD 



o 

CM 



o 



cd 

O 
CD 
o < 

o cd 



3 



Eh 
O O 
0\ O 



vo 



o 

00 
VO 



g 
g 

CD 
CD 

B 

O 
CD 

g 
g 

C 

o> 

(0 
E 

a 



o 

CD 

< 

CD 
< 



© 
00 



o 

v© 



• CD VO 

g" 

' Eh 
- U 
Eh 
CD 

• < 

CD 
< 
O 
CD 

g 

CJ 
Eh 

3o 

CD vo 

53 

CD 
Eh 
CD 
CD 
CD 
CD 

CD O 

Sin 
vo 

CD iH 
Eh 

g 

Eh 

g ' 

CD O 
•• < ^ 

CD vo 
CD «H 
CD 
CD 
•• Eh 
O 

"Bo 

CD <n 
Eh 

"g 
::g 

H 
fa* 

S 

u 



vo 



3 



& Eh 

Q* o 

SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



28/48 



PCI7US93/10624 



466381 



vo 



vo 



C 
0) 



in 
i 



1 




O 






EH 




Eh 






Eh 




Eh 






O 




< 
















o 




< 










Eh 




o 


o 




< 




rH 


o 




Eh 






< 






o 


rH 


o u 




3 


VO 




in e> 






VO 




CM H 




O 






«H Eh 




H 






O 




Eh 






AAT 




TAG 




O 






o 




O 


< 




o 


o 


m 


O Eh 




Eh in 


iH 


^ U 




o 


VO 




OJ U 










«H U 




H 






o 










Eh 




Eh 










O 







I 
I 

I 
I 

Eh 



Eh 
(J 
< 
Eh 
O 
Eh 



2 3 "3 



UJ 

o 



o (0 

a) a) 
o > 

0) o 

u 

C C 
•H 

Wl O 
)-l VO 

a> m 
W c 

C-H 
(0 

-H 
4J 4J 
(0 C 
05 0) 



VO 



05 <*> 

Cn in 

a • 

Eh m 
Eh in 



SUBSTITUTE SHEET (RULE 26) 



PCT/US93/10624 



30/48 



M/466381 




o 

00 

vo 



SUBSTITUTiE SHEET (RULE 26) 



Eh 
O 
O 

S 

s 
g 

Eh 

8 

< 

g 

8 

< 

c 

<D 
W 

s 



< 
< 

Eh 
< 

Eh 
O 
< 

< 

Eh 

g 
g 

Eh 

g 

O 
O 

u 
o 
u 

a 

Eh 
Eh 



O 

o 

rH 



O 

o 



WO 94/09820 



PCT/US93/ 1 0624 



00 
i 

CO 



til 
2 

Li. 



31/48 



o 



< 
u 
u 
a 
a 

Eh 
E-i 

a 
a 



O 
vo 



Eh 
CJ 
< 

o 

O H 
ID Eh 

rH < 



Eh 
Eh 
Eh 
U 

< 

o 

.. Eh 

Eh 

::S 
::3 

CJ 
O 
< 
Eh 
Eh 
< 

Eh 
Eh 

-3 

Eh 

< 
CJ 



o 



o 

00 



o 





• 2 o 


3: 


• < vo 


O • 


. U rH 


I 


O rH 


Eh • 


• Eh 


< • 


• < 


Eh • 


• Eh 


O Eh 




Eh • 


• g 


r- U . 


• CJ 


rH Eh . 


• Eh O 


CJ 


< in 


Eh . 


• Eh rH 



cj 




o u • 


• o 




• o 




Eh 




• < o 




• W «T 


E: 


. Eh rH 




. Eh rH 


Eh 


1 


CJ 


1 




1 


' c 


fa 


0> 


« 




Eh 


10 


Eh 


6 




a 


S 



o 

CO 



S 

ID 
Eh 
O 

g 

Eh 
Eh 

< 

C 

a) 
u> 
in 
s 
a 



Eh 
O 
Eh 
Eh 
Eh 



O 

in 



o 

CM 



O 

m 
<N 



EH rH 

Eh 

Eh 

< 

ej 

< 

o 
cj 
o 

Eh 

3 

O 
< 

cj 

Eh 
Eh 
< 
Eh 
< 
CJ 
O 
Eh 
Eh 
CJ 
Eh 
Eh 
Eh 
Eh 

cj 
cj 
cj 

Eh 
Eh 

< © 

O rH 
O CM 
EH rH 

cj 

Eh 

cj 

< o 
u o 

Eh rH 

Eh 

CJ 

cj 
fa 

OS 
Eh 
Eh 

£ 



o 

CM 



® 466381 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/ 1 0624 



i 

(0 



vo 

VO 
CM 



in 



in 



T3 
U 

<D 
4-> 
0) 
i— I 

a 

E 
O 

o 



uj a 



o 

4J a 
a ns 

o u 

^ > 
o 

c 

-H 4-> 
C 

a> 

to 
c 

(0 c 
-H 

4J 

4J 



c 

as 

3 
S 



4-» 

c 

a> 



in 



o 
eg 



CJ 
< 

< 

CJ 
Eh 
Eh 

Eh 
CJ 



CJ 

og 

VO Eh 
CM Eh 
iH CJ 

o 

Eh 
CJ 

cj 
< 
o u 
in u 
CM Eh 
Eh 

1 

CJ 

g 

cj 
o 
u 

Eh 



o 



cj 

Eh 
CJ 

cj 

Eh 
CD 
C3 
Eh 

< 

C3 
C3 

C3 

CJ 

g 

cj 

Eh 

o 

CJ 



o 



o 

00 



32/48 



o u 



«H O 



o 
in 



o 



o 



o 



O 
O 



C3 
Eh 
< 
O 
Eh 
Eh 

o 

Eh 
O 
Eh 
O 
O 
< 

cj 

< 

o 
I 

Eh 
O 

< 

cj 

Eh 
CJ 

cj 
cj 
< 
o 

Eh 
Eh 
< 
Eh 
O 
O 
Eh 
O 
O 
Eh 
Eh 
Eh 
O 
Eh 
O 

o 

s 

o 

Eh 
CJ 

o 
u 
u 
u 

c 

0) 
IT 
(0 
6 

a 



o 



< 

O 
Eh 
Eh 
< 
Eh 
O 
CJ 
Eh 
CJ 
Eh ^H 
CJ 

< 

< 

CJ 

O O 
O VO 
< r> 
Eh *h 
O 
Eh 

e> 

C3 
CJ 





CJ 




Eh O 




<. in 


• • 






rtj r-i 




CJ 








Eh 




a 




o 




< o 




o <«■ 




O r> 




Eh .H 




CJ 




CJ 




CJ 








e> 




o 




u o 




Eh co 




•< to 




O «H 




O 








S 












o 




< o 




U CM 




m 




« *h 




Cm 




Eh 




s 




D 







SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/ 10624 



33/48 



M/4663S1 



UJ 



o 
o 

IT) 



3 "5 

o cd 

5 "5 

cd 



cd 



o 
at 



cd 
< 

u 
u 
< 

CD 
< 
CD 

cd 

CD 
CD 

cd 



< 

a 
o 
cd 

Eh 
CD 

cd 
cd 
Eh 
< 
cd 



o 



o 

VO 



cd 
< 
a 
cd 
cd 
cd 

CD 



in cd 

-H Eh 
O 
< 

O 
Eh 
Eh 

o cd 
in u 
in Eh 

H Eh 

o 

Eh 
Eh 
O 
Eh 
CD 

cd 

Eh 
Eh 



O 

in 



«H Eh 

s 

cd 

a 

cd 

o < 

in o 
Eh 
< 
CD 
CD 

cd 

Eh 
O 
CD 

^ 

CD 



o 

in 



Eh 
CD 
Eh 

se 

in Eh 
iH 

c 

0) 

to 

6 



o 



O 



• < 

Eh 

u 

. CD 

• CD 

• Eh 

■ 2 

• CD 

> Eh 

> O 

• < 

o 

- o 

CD 

• Eh 

- CD O 

> CD 00 

• Eh -a- 
' EH rH 

CD 
CD 
O 
Eh 
< 
CD 
CD 
Eh 
Eh 
Eh 
O 
< 
CD 
< 
CD 
CD 

Eh O 
U VO 
CD 

Eh iH 
CD 
< 
CD 
CD 
Eh 
Eh 
CD 
< 

o 

CD 
Eh 
Eh 
Eh 
O 
Eh 

g 

Eh 



O 

in 



o 



Eh 

s 

D 
X 



VO CD 



3 



in ih 



VO 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCI7US93/10624 



CO 
LU 

cc 
o 



34/48 



5 



U VO 



5 



3 



466381 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/10624 



35/48 
FIGURE 17A 



M/466381 




FIGURE 17B 




FIGURE 17C 




SUBSTITUTE SHEET [RULE 26) 



WO 94/09820 PCT/US93/10624 

K/46S381 

36/48 
FIGURE 18 



1 



100- 
68- 

43- 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 




PCT/US93/10624 



37/48 



FIGURE 19 

12 3 4 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



38/48 
FIGURE 20 



PCT/US93/10624 

"/46S381 



1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 



400 




350 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 PCT/US93/ 10624 

39/48 
FIGURE 21 

1 23456789 10 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



298 bp 



m 

40/48 
FIGURE 22 

123456789 




260 bp 




PCT/US93/10624 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



PCT/US93/ 10624 



41/48 
FIGURE 23 



ff/466361 



UCLL LI IMC/ 1 IrC 


11 nil 9-1 ^ 
REGION 


METASTATIC 

IVI ^ 1 r\\J 1 niiw 


PSM RNA 

DETECTED 




PSM DNA 
DETECTED 


LNCap 






+ + 


ND 


HUMAN 
PROSTATE 






+ + 


ND 


A9 

(FIBROSARCOMA) 


NO 


NO 


— 


— 


A9(11) 

(A9+HUM. 11) 


YES 


NO 


— 


REPEAT 


AT6.1 

(RAT PROSTATE) 


NO 


YES 






AT6.1-11-C11 


YES 


NO 


+ 


+ + 


AT6.1-11-C12 


NO 


YES 


— 


— 


R1564 
(RAT MAMMARY) 


NO 


YES 


— 


— 


R1564-11-C14 


YES 


YES 


— 


+ 


R1564-11-C15 


YES 


YES 




REPEAT 


R1564-11-C16 


YES 


YES 




ND 


R1564-11-C12 


YES 


YES 


ND 


+ 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



100 



> 

cc 

CO 



> 

cc 

3 
CO 



100^1 
80« 
60- 
40« 
20- 



10 15 



PCT/US93/10624 



»/ 



42/48 
FIGURE 24A 




20 25 30 35 
TIME (DAYS) 

FIGURE 24B 



40 45 



10 15 20 25 30 

TIME (DAYS) 

SUBSTITUTE SHEET (RULE 26) 



35 



40 



45 



WO 94/09820 



12-| 
10- 

E 

^ 8- 

LU 
> 

I 4- 
2- 
0- 



15 



PCT/US93/10624 



43/48 

FIGURE 25A 



X 



MAT 



IFN GM-CSF IL-2 



FIGURE 25B 




20 25 
TIME (DAYS) 



SUBSTITUTE SHEET (RULE 26) 





WO 94/09820 PCT/ US93/ 10624 

44/48 
FIGURE 26 



io~ 2 icT 3 io~ 4 io~ 5 io" 6 



f I 1 I l t I i I % 

A B A B A B A B A B 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 

45/48 
FIGURE 27 



1/10 

10 10 10 10 
M A B A B A B A B 




PCT/US93/10624 



SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 




PCT/US93/10624 



^466381 

46/48 
FIGURE 28 

1 2 3 4 5 6 7 8 9 10 11 12 



A B ABABAB ABAB AB A B A B A B ABAB 




SUBSTITUTE SHEET (RULE 26) 



PCT/US93/10624 

W/466381 

47/48 
FIGURE 29 



WO 94/09820 




4-i , 3 . , 4 . , 5 , , 6 , ,.7,^^40^^ 

ABABA BABABAB ABABAB AB A~~B A~B 




SUBSTITUTE SHEET (RULE 26) 



WO 94/09820 



4 



r 



PCT/US93/10624 



48/48 



08/466381 







FIGURE 30 








atient 


Stage 


Treatment 


PSA 


PAP 


PSA-PCR 


PSM-PCR 


1 


T2NxMo 


None 


8.9 


0.7 




+ 


2 


T2NoMo 


Hnr //Ho 


o. 1 


— 


— 


+ 


3 


T2CNoMo 






0.1 


— 


+ 


4 


T2BNoMo 


DDD *VOO 


MMA 
IMIVI/A 


0.4 


— 


+ 


5 


T3NxMo 


rrOSCai t 

Fiutamide 


O 1 .o 


1.0 


— 


+ 


6 


Recur T3 


1" I £w 1 5700 




1.4 


— 


+ 


7 


T3ANoMo 


RRP 10/92 


NMA 


0.3 




+ 


8 


T3NxMo 


YDT 1Qft7 
An I 1 90 / 


7 5 


0.1 


— • 




9 


T3NxMo 


Proscar + 
Fiutamide 


35.4 


0.7 






10 


D2 


S/P XRT 
Fiutamide 
t cmcyi 


311 


4.5 


+ 


' + 


11 


D2 


RRP 4/91 
Lupron 10/92 
Velban + 
Emcyt 12/92 


1534 


1.4 


+ 


+ 


12 


T2NoMo 


RRP 8/91 


NMA 


0.5 


— 


+ 


13 


T3NoMo 


RRP 1/88 
Lupron + 
Fiutamide 5/92 


0.1 


0.3 










PLND 1989 
XRT 1989 


1.6 


0 4 






15 


D1 


Proscar + 
Fiutamide 


20.8 


0.5 






16 


T2CNoMo 


RRP 4/92 


0.1 


0.3 







SUBSTITUTE SHEET (RULE 26) 



